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International application No, 
PCT/US2005/011046 1] 


International filing date 


AppHcant | *PR i i 2006 

ROBBINS, Joan M. J^^^ 


^0.^ 01/04/2005 



1. [xl The applicant is hereby notified that the international search report and the written opinion of the International Searching 

Authority have been established and are transmitted herewith. 

Filing of amendments and statement under Article 1 9: 

The applicant Is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The :ime limit for filing such amendments is normally two months from the date of transmittal of the 
International Search Report 

Where? Directly to the International Bureau of WIPO, 34 chemln des Colombettes 

121 1 Geneva 20, Switzerland, Fasclmile No.: (41-22) 338.82.70 
For more detailed Instructions, see the notes on the accompanying sheet 

2. Q The applicant is hereby notified that no international search report will be established and that the declaration under 

Article I7(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

3. Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that 

| | the protest together with the decision thereon has been transmitted to the International Bureau together with the 

applicant's request to forward the texts of both the protest and the decision thereon to the designated Offices. 
Fl no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



4. Reminders 

Shortly after the expiration of 18 months from the priority date, the international application will be published by the 
International Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international 
application, or of the priority claim, must reach the international Bureau as provided In Rules 90WS.1 and 90o/s.3. respectively, 
before the completion of the technical preparations for International publication. 

The applicant may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau wDI send a copy of such comments to all designated Offices unless ah 
international preliminary examination report has been or is to be established. These comments would also be made available to 
the* public but not before the expiration of 30 months from the priority data. 

Within 19 months from the priority date, but onry In respect of some designated Offices, a demand for international preliminary 
examination must be filed If the applicant wishes to postpone the entry Into the national phase until 30 months from the priority 
date (In some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) wffl apply even If no demand is filed within 19 
months. - 



See the Annex to Form PCT/IB/301 and, for details about the applicable time limits, Office by dffice. see the PCT Applicant's 
Guide. Volume II, National Chapters and the WIPO Internet site. 





Name and maUing address of the International Searching Authority 
European Patent Office, P£. 5818 Patentlaan 2 
Nt-2280 HV Rijswijk 
.GOT Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
' Fax: (+31-70) 340-3016 


Authorized officer 

Angela Lopez Navarro 



Form PCT/ISA/220 (January 2004) (See notes on accompanying sheet) 



PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL SEARCH REPORT 



(PCT Article 1 8 and Rules 43 and 44) 


Applicant's or agent's file reference 
ADX-101P1PCT 


FOR FURTHER S6e F6m PC t/isa/220 

ACTION 3 s weH as - where applicable. Item 5 below. 


international application No. 


International filing date (day/month/year) 


(Earliest) Priority Date (day/month/year) 


PCT/US2005/011046 


01/04/2005 


02/04/2004 


Applicant 






BOBBINS., Joan M. 







This international search report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of 4 sheets. 

fx] It Is also accompanied by a copy of each prior art document cited In this report. 



1 . Basis of the report 

a. With regard to the language, the international search was carried out on the basis of: 

fx] the international application in the language In which It was filed 

I I a translation of the international application into . , which is the language 

^ of a translation furnished for the purposes of international search (Rules 1 2.3(a) and 23. 1 (b)) 

b. Q With regard to any nucleotide and/or amino acid sequence disclosed in the international application, see Box No. I. 

2. Q Certain claims were found unsearchable (See Box No. II) 

3. Q Unity of Invention is lacking (see Box No Mi) 

4. With regard to the title, 

fx] the text is approved as submitted by the applicant 

[ j the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

fx] the text is approved as submitted by the applicant 

| | the text has been established, according to Rule 38.2(b), by this Authority as It appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract is Figure No. 

| | as suggested by the applicant 

| | as selected by this Authority, because the applicant faBed to suggest a figure 

| | as selected by this Authority, because this figure better characterizes the invention 

b. [x] none of the figures is to be pubPshed with the abstract 



Form PCT/ISA/210 (first sheet) (April 2005) 



INTERNATIONAL SEARCH REPORT 



International application No 

PCT/US2005/011046 



A. CLASSIFICATION OF SUBJECT MATTER 

A61K31/505 A61P35/00 



According to International Patent Classification (IPC) or to both national classification and IPC 



B; FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

A61K 



Documentation searched other than minimum documentation lo the extent that such documents are included in ihe fields searched 



Electronic data base consulted during the international search (name ol data base and. where practical search terms used) 

EPO-Internal , WPI Data, PAJ, EMBASE, BIOSIS 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* Gtalton ol document, with indication, where appropriate, of tho relevant passages 



Relevant to claim No. 



US 5 534 519 A (UNIVERSITY OF SOUTHERN 
CLAIFIRNIA) 9 July 1996 (1996-07-09) 
column 5, lines 46-59 - column 6, lines 
53-60 



GOLDBERG R M ET AL: "A RANDOMIZED 
CONTROLLED TRIAL OF FLUOROURACIL PLUS 
LEUCOVORIN, IRINOTECAN, AND OXALIPLATIN 
COMBINATIONS IN PATIENTS WITH PREVIOUSLY 
UNTREATED METASTATIC COLORECTAL CANCER" 
JOURNAL OF CLINICAL ONCOLOGY, GRUNE AND 
STRATTON, NEW YORK, NY, US, 
vol. 22, no. 1, 

1 January 2004 (2004-01-01), pages 23-30, 
XP001203533 
ISSN: 0732-183X 
figure 1; table 4 



124,207 
1-257 

1-257 



-A 



Further documents are listed In the continuation of Box C. 



ID 



See patent family annex. 



' Special categories of died documents : 

'A* document defining the general slate of the an which is not 
considered to be of particular relevance 

E* earfler document but published on or after Ihe international 
filing date 

'L* document which may throw doubts on priority claim (s) or 
which is died lo establish the publication dale ol another 
citation or other special reason (as specified) 

O* document referring lo an oral disclosure, use. exhibition or 
other means 

P* document published prior to the International filing date but 
later man the priority dale claimed 



'V taler document published after the International flilng dale 
or priority date and not In conflict with the application but 
cited to understand the principle or theory underlying ihe 
invention 

*X* document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document Is taken atone 

•V document of particular relevance; the claimed invention 

cannot be considered to Involve an invent ive step when the 
document Is combined with one or more other such docu- 
ments, such combination being obvious lo a person skilled 
in Ihe an. 

document member of the same patent family 



Dale of Ihe actual completion ol the international search 



30 March 2006 



Dale of mailing of Ihe International search report 



06/04/2006 



Name and maiflng address ol the ISA/ 

European Patent Office. P.B. 5018 Paientlaan 2 
Nl - 2280 HV Rqswljk 
Tel. (+31 -70) 340-2040. Tx. 3 1 65 1 epo nL 
Fax: (+31-70)340-3016 



Authorized officer 



Cattell , James 
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INTERNATIONAL SEARCH REPORT 



International application No 

PCT/US2005/011046 



C(ConUnuation). DOCUMENTS CONSIDERED TO BE RELEVANT 



Category' 



Citation ol document, wllh indication, where appropriate, ol the relevant passages 



Retevanl to claim No 



CARLSSON ET AL: "Phase II Study of weekly 
5-fluorouracil and 

5,10-methylenetrtrahydrofolate in patients 
with advanced gastrointestinal and breast 
cancer. " 

THE GANGER JOURNAL, 

vol. 10, no. 5, 1997, - 1997 pages 

266-273, XP009063718 

abstract 

HURWITZ H ET AL: "Bevacizumah (a 
monoconal antibody to vascular endothelial 
growth factor) prolongs survival in 
first-line colorectal cancer (CRC): 
Results of a phase III trial of 
bevacizumab in combination with bolus IFL 
(irtnotecan, 5-fluoruracil , leucovorin) a 
first-line therapy in subjects with 
metastatic CRC" 

PROCEEDINGS OF THE ANNUAL MEETING OF THE 
AMERICAN SOCIETY OF CLINICAL ONCOLOGY, 
May 2003 (2003-05), pages 1-2, XP002302471 
see "Background" 



1-257 



1-257 



Farm PCT/ISA/210 {contimnlicn at second shod) 2005) 
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INTERNATIONAL SEARCH REPORT 

Information on patent family members 



International application No 

PCT/US2005/011046 



Patent document 
cited in search report 



Publication 
date 



Patent family 
member(s) 



Publication 
date 



US 5534519 



09-07-1996 NONE 



Form PCTASA/210 (patort Uxmlif annex) (April 2005) 



I 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

see form PCT/ISA/220 


PCT 

1 I 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 436/s.l) 


Oate of mailing 

(day.manthyear) see form PCT/1SA£10 (second sheet) 


Applicant's or agent's file reference 

see form PCT/lSAy220 


FOR FURTHER ACTION 

See paragraph 2 below 


International application No. 
PCTAJS2005/011046 


International filing date (dayAnonthfyear) 
01.04.2005 


Priority date (day/month/year) 
02.04.2004 


International Patent Classification (IPC) or both national classification and IPC 
INV. A61K31505 A61P35/00 


Applicant 

ROBBINS, Joan M. 





Box 


No. 


I 


□ 


Box 


No. 


II 




Box 


No. 


III 


□ 


Box 


No. 


IV 


® 


Box 


No. 


V 


□ 


Box 


No. 


VI 


□ 


Box 


No. 


VII 


□ 


Box 


No. 


VIII 



This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43b/s.1(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international applicalion 

2. FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66. 1 bis(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
.months from the date of mailing of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PC1ASPJ220. 



Name and mailing address of the ISA: 



European Patent Office 
0-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523658 epmu d 
Fax:+49 69 2399-4465 



Authorized Officer 

Cattell, James 

Telephone No. +49 89 2399-8468 



(J>) 



Form (PCT/IS A/237) (Cover Sheet) (January 2004) 



10/594.850 



WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING AUTHORITY U^SKjff^StfPt^^ g gp 



Box No, I Basis of the opinion 



1. With regard to the language, this opinion has been established on the basis of the international application in 
the language in which it was filed, unless otherwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide andfcr amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 



□ a sequence listing 



□ tab!e(s) related to the sequence listing 
b. format of material: 



□ in written format 



□ in computer readable form 



c. time of filing/furnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 



3. □ In addition, in the case that more than one version or copy of a sequence listing and/br table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Form PCT4SA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2005/0 11046 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

_ claims Nos. 1-257 partillay, see separate shhet 



□ the said international application, or the said claims Nos. relate to the following subject matter which 
does not require an international preliminary examination (specify): 

0 the description, claims or drawings (indicate particular elements below) or said claims Nos. 1 -257 are so 
unclear that no meaningful opinion could be formed (specify): 

see separate sheet 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the whole application or for said claims Nos. 

□ the nucleotide andfcr amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative instructions in that: 

the written form □ has not been furnished 

□ does not comply with the standard 

the computer readable form □ has hot been furnished 



□ the tables related to the nucleotide ancLtar amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-b/sof the Administrative instructions. 

□ See separate sheet for further details 



because: 



□ 



does not comply with the standard 



Form PCTASA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2005/011046 



Box No. V Reasoned statement under Rule 43£>/s.1(a)(i) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

1- Statement 



Novelty (N) 


Yes: 


Claims 


1-123. 125-206,208-257 




No: 


Claims 


124, 207 


Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-257 


Industrial applicability (IA) 


Yes: 


Claims 


1-257 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



Form PCT4SA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



International application No. 
PCT/US2005/011046 



III. 

1 ) . The present application contains 257 claims, 9 of which appear to be independent 

method of treatment claims. There are so many dependent claims, and they are 
drafted in such a way that the claims as a whole are not in compliance with the 
provisions of clarity and conciseness of Article 6 PCT, as they erect a smoke screen 
in front of the skilled reader when assessing the claimed subject-matter. 

V 

2) . The documents cited in the search report are to be regarded as being numbered D1- 

D4 in their order of citation. The ISA intend to refer to the sections of these 
documents highlighted in the search report, unless otherwise specified. 

3) . 01 discloses the combined use of 5,10-methylene tetrahydrofolate and a 5-FU 

analogue to treat cancer, lis disclosure falls within the scope of claims 1 24 and 207 
under Article 33(2) PCT. 

4) . The use of alternative analogues to those of D1 in claims 125 to 128 and 208 to 212 

would appear obvious to the skilled man as such agents are known (Art 33(3) PCT). 

5) . D2 and D4 teach the use of 5-FU, with an additional anti cancer agent and lucovorin. 

The application in general differs from these disclosures in as much as leucovorin 
has been substituted by 5, 1 0-methylene tetrahydrofolate. 

D1 and D3 however teach that such a substitution can be made (see in particular D1 
col. 3, line 60 to col. 4 line 44). 

Having made this substitution the skilled man would obviously arrive at the subject 
matter of the claims 

There in nothing in the present description showing how such a substitution has 
resulted in a technical effect which could not have been predicted in comparison with 
the prior art. 



Form PCT/ISA/237 (Separate Sheet) (Sheet 1) (EPO- January 2004) 



i 



WRITTEN OPINION OF THE International application No. 

INTERNATIONAL SEARCHING 

AUTHORITY (SEPARATE SHEET) PCT/US2005/01 1046 

6). For the assessment of the present claims 14-257 on the question whether they are 
industrially applicable, no unified criteria exist in the PCT Contracting States. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims to 
the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment- 



Form PCT/ISA/237 (Separate Sheet) (Sheet 2) (EPO- January 2004) 



